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protein involvement in the observed effect. Poly(I:C) was shown
to activate IL-6 production in Hela and A431 cells, and specific
ODNs inhibit this activation with comparable efficacy as in
primary cells. ODNs decrease both IL-6 concentration and mRNA
expression rate in poly(I:C)-activated cells, indicating that NF-kB
activation is also impaired.
To reveal whether Ku protein is involved in the inhibiting
effect of ODNs, Ku70 level in Hela cells was reduced by siRNA,
which were shown to inhibit the expression of Ku70 by up to
70%. Inhibiting efficacy of ODN is almost twice lower in Ku70
knock-down cells as compared to control siRNA, indicating that
ODN binding to Ku protein is important for the inhibition.
Whether Ku is directly involved in nucleic acid pattern recogni-
tion or have auxiliary functions, mediating ODN localization or
poly(I:C)-proteins interactions, remains to be investigated.
Nevertheless, efficient NF-kB pathway targeting by specific ODNs
may improve dsRNA-based cancer therapy.
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Purpose: To research the characteristics of the inflammation
immune disorders and cell destruction at the local level in the
lacrimal and intraocular liquids in patientswith choroidalmelanoma.
Materials and methods: Investigation of concentration of the
cytokines interleukin (IL) IL-4, IL-6, IL-8, IL-10, autoantibodies to
antigens of native DNA (AAB to Ag of nDNA) in the lacrimal and
intraocular liquids was performed in 36 patients (72 eyes) aged
34–83 years. The mean age of the study group patients was
60.45 years (15 males and 21 females). As standard indicators, sur-
vey results of 20 ‘‘healthy” donor lacrimal liquid – volunteers were
used. For statistical data processing, descriptive statistics and
methods of inter-group comparisons were used. Quantitative
characteristics are presented as the median (25, 75 percentile).
For comparison of quantitative traits, regression analysis was
used. P value of <0.05 considered significant (95% confidence
interval). Statistical analysis was performed using the software
R (Team RC, 2013).
Results: A significant positive relation of concentration of IL-4,
IL-6, IL-8, IL-10, AAB to Ag of nDNA in lacrimal liquid of eye with
choroidal melanoma and paired ‘‘healthy” eye was reveled
(p < 0.05). Concentrations of IL-6, IL-8, IL-10 and AAB to Ag of
nDNA in the lacrimal liquid of the eye with choroidal melanoma
were significantly higher as compared with the levels of the con-
trol group (p < 0.05). The level concentration of IL-4 in lacrimal liq-
uid in eye with choroidal melanoma was significantly low
(p < 0.05). The level concentration of IL-6 was significantly higher
in the early (T1–T2) than in the later stages (T3–T4) of choroidal
melanoma development (p < 0.05). All stages of choroidal
melanoma were characterized by higher level of IL-6, compared
with the control group (p < 0.05). Given the role of IL-6 in the
pathogenesis of malignant diseases, the activity may be indica-
tive of tumor progression in the early stages of development of
choroidal melanoma. A significant increase in IL-10 was shown
at stages T1 and T4 compared with the control group (p < 0.05).
Regression analysis revealed a significant positive relation of
concentration of IL-4, IL-6, IL-8, IL-10, AAB to Ag of nDNA between
lacrimal liquid and intraocular liquids of the eye with choroidal
melanoma (p < 0.05).IL-4 r = 0,84 (0.58; 1.47), p < 0.05 IL-6 r = 0.98
(0.64; 1.32), p < 0.01 IL-8 r = 0.82 (0.12; 1.73), p = 0.05 IL-10
r = 0.84 (0.01; 1.81), p = 0.05AAB to Ag of nDNA r = 0.79 (0.36;
1.25), p < 0.05.
Conclusions:
1.It was established that in the pathogenesis of choroidal
melanoma, local Inflammation plays an important role as
evidenced by a significant high concentration of IL-6, IL-8
due to lower levels of IL-4 and expressed immune disorders,
cell destruction, as evidenced by significantly high level of
AAB to Ag of nDNA, compared with the control group.
2.Use of lacrimal liquid is suitable for the study of the inflam-
mation, immune disorders and cell destruction at the local
level in patients with choroidal melanoma.
3.Significant increase in IL-6 level in lacrimal liquid was
observed for all stages of choroidal melanoma, however, it
was more pronounced in early stages (T1–T2), than in later
stages (T3–T4).
4.A significant increase in IL-10 may indicate the severity of
the local immunosuppression induced by tumor growth in
the mechanisms of choroidal melanoma. A significant positive
relationship between the concentrations of IL-4, IL-6, IL-8,
IL-10, AAB to Ag of nDNA in the lacrimal liquids of eye and
paired ‘‘healthy” eye was found in patients with choroidal
melanoma.
http://dx.doi.org/10.1016/j.ejcsup.2015.08.019
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Abstract: IGF signaling pathway plays an important role in the
regulation of cell growth, proliferation, differentiation, apoptosis
and survival. Deregulation of this pathway has been frequently
identified in the development of hepatocellular carcinoma
(HCC). IGF signaling pathway consists of IGF ligands (IGF-I and
IGF-II), IGF binding proteins (IGFBP 1-7), and membrane-bound
IGF receptors (IGF-1R, IGF-II/M6PR, and IGF-2R). The insulin-like
growth factor binding proteins (IGFBPs) have several functions,
such as IGF transporting, accumulation of IGF at the specific cell
pools, inhibition and activation of ligand–receptor interaction.
Furthermore, the Igfbps may act independently of IGF-pathway.
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Diethylnitrosamine (DEN) was used for induction of hepatic
tumorigenesis. The male mice, 2 weeks old, were injectedin-
traperitoneally with 20 mg/kg body weight of DEN. The liver tis-
sue samples were collected 4, 6, 8, 12 months after injection. We
performed a comprehensive histological analysis of all kinds of
liver samples: tumors, tumor surrounding tissue and normal
tissue. Dysplasia was observed 4 months after injection, at
hepatocellular adenomas were identified 6–8 months after injec-
tion. In the experimental group, 100% of mice had multifocal
HCC 12 months after injection. Evaluation of samples from the
control group showed normal liver architecture and histology.
Western blot analysis showed the presence the HCC tumor
marker alfa-fetoprotein only in tumor samples. High levels of
Igf-1R and FoxO3 proteins were observed in tumor tissue in con-
trast to the surrounding and normal tissues 12 months after
injection. The expression profiles of Igfbp-1,-2,-3,-4,-5,-6,-7, Igf-
1R, FoxO3 were analyzed by real time PCR. The most significant
results were observed 8 and 12 months after DEN injection.
RT-PCR showed the dynamic increase in Igf-1R expression in
tumor. Expression pattern of Igfbps has shown a high level of
Igf-1,-2,-5,-6,-7 mRNA in surrounding tissue and Igfbp-1,-3,-5 in
tumor compared to control. The expression of Igfbp-2,-4,-5,-6,-7
was up-regulated, whereas expression of Igfbp-1,-3 was down-
regulated in surrounding tissue. The expression of Igfbp-4 was
decreased in tumor samples. The expression levels of Igfbp-3,-4
in surrounding tissue and Igfbp-7 in tumor were the same as in
the control. We detected high level of mRNA of FoxO3 in tumor.
In conclusion, these data confirm previously existing assump-
tion about paracrine effect of Igfbps on tumor growth and
progression. Phosphorylation of FoxO3 protein may play an
important role in survival of cancer cells. Our results showed
up-regulation of Igfbp-2 and Igfbp-5 in tumor and tumor sur-
rounding tissue. Igfbp-2 and Igfbp-5, well known activators of
Igfs, can be pro-tumorigenic factors, which are important for
hepatocarcinogenesis. Hence, therapeutic targeting of these
proteins may offer options for intervention in human HCC.
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The aim of this study was to investigate the quantitative
changes in the phospholipid (PL) content of peripheral blood
mononuclear cells (MNC), plasma membrane (PM), fraction in
breast (BC) and cervical cancers (CC) compared to normal levels.
Eight PL fractions were identified by TLC method in the PM of
MNC, namely: lysophosphatidylcholines (LPC), sphingomyelins
(SPM), phosphatidylcholines (PC), phosphatidylinositols (PI),
phosphatidylserines (PS), phosphatidylethanolamines (PE), phos-
phatidic acids (PA) and diphosphatidylglycerols (DPG). Data
obtained indicate that all PLs, quantified in this study, were sig-
nificantly altered in blood MNC of cancer patients compared to
healthy individuals. It was shown that compared to norm levels
of LPC, PC, PE fractions were reliable increased in BC and CC,
when PI, PS, PA – decreased. Notably, regular disturbances reveled
in BC and CC were identical with those observed earlier in chronic
lymphocytic leukemia and also distinctly individual for each
patient. We conclude that alterations in PLs content of crude
MNC PMs have been associated with disease pathology and
similarly involved in the onset and evolution of diverse forms of
cancer. These data can be useful for prospective biomarkers
selection and cancer definition as well as for discovery of new
personalized treatment modes.
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Background: Opisthorchiasis is a form of foodborne trematodia-
sis which is caused by liver flukes. It has been shown that a
chronic Opisthorchiasis infection increases a risk of cholagiocarci-
noma of liver. It is commonly believed that a gradual change of
homeostasis in a parasite microenvironment (bile) leads to liver
fluke-induced cancer. Nevertheless, no systematic, analytically
driven studies confirming this hypothesis have been published
yet. The restricted access to clinical material and extreme com-
plexity of the biological matrix (bile) both are the important ‘‘rate
limiting factors” for a progress in the field. Here we present for
the first time a cross-platformmass spectrometric analysis of bile
juice collected from the patients with cholangiocarcinoma-
associated diseases. We show that an effective analysis of such
complex biological matrix as bile juice requires a combination
of orthogonal analytical platforms (e.g. RPLC–MS and HILIC–MS)
maximizing coverage of the metabolic space.
Materials and methods: 28 patients with O. felineus infection
and 30 negative controls were included in the study. The infection
status was confirmed using microscopy analysis of the bile. Bile
samples were collected from the gallbladder using sterile punc-
ture, directly frozen and stored at 80 C until analysis. The sam-
ples were randomized and organized into the acquisition blocks
consisting of the samples and quality controls (QC). Experiments
were carried out with a Dionex Ultimate 3000 LC system (Thermo
Scientific/Dionex, The Netherlands) equipped with a Dual
Gradient Separation pump allowing for parallel LC analysis, and
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